L5 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2000 ACS 
AN 1997:542873 CAPLUS 
DN 127:248129 

TI Preparation of imidazo [4 , 5-c] quinoline-containing amides and their 
intermediates and pharmaceuticals for atopic dermatitis 

IN Nanba, Ryoichi; Ishii, Takeo; Nishida, Hitoshi; Iizuka, Takao 

PA Terumo Corp . , Japan 

SO Jpn. Kokai Tokkyo Koho, 18 pp. 
CODEN: JKXXAF 

DT Patent 

LA Japanese 

FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI JP 09208584 A2 19970812 JP 1996-13113 19960129 <-- 

OS MARPAT 127:248129 

GI 




Title compds. I (X = H, halo; m = 1-9; n = 2-12), which show eosinophil 
infiltration inhibition and antihistaminic activity, are prepd. Eight 
types of intermediates for I are also claimed. An EtOH soln. contg. 0.12 
g 1- [3- (acrylamino) propyl] -lH-imidazo [4 /5-c] quino line- 4 -amine (prepn. 
given), 0.13 g 4- (diphenylmethoxy) piperidine . HC1 , and NaHC03 was refluxed 
overnight to give 75 mg I (X = H, m = 2, n = 3), which in vitro inhibited 
histamine-induced contraction of tracheal muscle of guinea pig with IC50 
of 3.4 .times. 10-7 M, vs. 1.5 -.times: 10-7 M, for diphenhydramine . HCl . 
An ointment contg. I was formulated. 
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Abstract (Basic): JP 9208584 A 

Amide derivatives of formula (I) are new. X = H or halo; m = 1-9; 
Ph = phenyl; and n = 2-12. 

USE - (I) strongly inhibit immediate and delayed allergic reactions 
and are useful for treating atopic dermatitis. (I) also possess 
antihistamic effects and exhibit eosinophil infiltration inhibitory 
activities. 
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and are useful for treating atopic dermatitis. (I) also possess 

antihistamic effects and exhibit eosinophil infiltration inhibitory 
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8 

AN 1997-208584 JAPIO 

AB PURPOSE: TO BE SOLVED: To obtain a new amide derivative having excellent 
antihistaminic activity and an inhibitory activity against eosinophilic 
leukocyte infiltration, capable of highly inhibiting both immediate and 
delayed allergic reactions, thus esp. useful for treating atopic 
dermatitides . 

CONSTITUTION: new amide derivative is expressed by formula I (X is H or a 
halogen; (m) is 1-9; (n) is 2-12), e.g. 1- (3- (4- (diphenylmethoxy) -1- 
piperidineacetyl) aminopropyl) -lH-imidazo (4, 5-c) quinoline-4-amine. The 
compound of formula I is obtained by heating a compound of formula II (X 1 
is a halogen) and a compound of formula III in an organic solvent, 
optionally in the presence of a base. It is preferable that this new 
compound is used as a formulation for percutaneous administration such as 
ointment, lotion or cream. 
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r), 5.14 (2H,s) , 7. 31-7. 39 (5 H. 
m) , 7.6 2 (1H. t, J = 7.8Hz) . 7.7 1 (1 
H.t. J = 7.8Hz) . 8.0 9 ( 1H. s ) . 8. 1 3 

(lH.d, J = 8.4Hz) . 8.21 (lH.d.J = 8. 
4Hz) 

C0057] (H*fi0»j4) 

■i- (3-r$yyoeyu) -4-^dd-ih-^ 

g£ r 4. 5- c 1 *S U V • B^^B£ 

i - C 3 - {soisfottistHVit-ivT s y ) rot 

-4-^OO-lH— f [4.5-c] *y 

U^0.12g (0.304ramol) £Hft*S§-If& [ 3 
3%] 3ml^Jn^. ^aT*1.5B*|SH£ifUt. 
£«ETiffilBU 1 N -*SHfc^ h l) ?-Mc$gft 
ftV^ig*^tnii.^oo^AT , 5lHl«iait^:. 
(NaiSOi) fc88E£$SETe*U mmt:i'V*>y 

*y-/l^-3 2%SSS ( 1 2 : 6 : 1 v/v) jgitjjigfl-fc: 
i 0. 1 - ( 3-7*5 y TO £7U) -4-?DQ- 1 H 
-4 S^V [4. 5-c ] ^yyv-B^S60mg (0. 
18 7mol) SgSHfeSffrfc LT^*:. -KDt, 

COO 58] 1 H-NMR (CDaOD) <? (ppm) : 1. 
94 (3H,s) , 2.39 (2 H.m) . 3.12 (2 
H,t,J = 7.8Hz) . 4.82 (2H,t.J = 7.2H 
z) . 7.70 (2H.m) . 7.97 (lH.d,J = 8. 
0Hz) . 8.27 ( lH.d. J = 8.0Hz) . 8.41 
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( lH.s) 

C005 9] (m&M5) 

1 - (3-75770^/1/) -lH-fS^/ [4. 5 
~c 1 *y»J>-4-T5^£Eg 

l- (3-rsyrohf/u) -4-^dq- i H-^r s 

C 4 . 5 - c ] *y 'J y • Ong ( 0 . 1 8 7 

nmol ) £MgMM%J&'gtZAtl. X*J-)1>1 Oml&lX 

titwrmftry^-T 5*1 zm*.^ 1 sox^jtg&LT 

10 izmffi L 1 N -*SHfc-*- h U A*j$fc 0 . 5 ml £ Mx. 

fz. mm^mRL^^y-^mm^Lx. 1 - 

(3-75/70^) -lH-^5^/ [4.5- 
c] 7 U >--4 -T5>-1 lmg (0.04 5 5mmol) 
£j&3?fe*$*6ghf& (mp : 24 3-24 5X: (#8?) ) 

C0060] I R (KB r) cor' : 3 320. 317 
0. 16 50 

i H-NMR (DMSO-de) 5" (ppm) : 1.9 3 (2 
20 H.m) . 2. 57 ( 2 H. t. J = 6.6Hz) , 4.64 
(2H,t. J = 7.0Hz) . 6.55 (2H,s). 7.2 
6 (lH,t, J=7. 2 Hz) . 7.4 4 (lH.t.J = 
7.4Hz) . 7.62 ( lH.d. J=8.0Hz) .8.12 
(lH.d. J=8.0Hz) . 8.19 (lH.s) 

co 0 6 1 ] (mmme) 

4- [3- (tert-yh4r^/P^-;^T5y) 7Db 
;WT$yi -2-?oo-3--h-n^7 l J ycry&fc 
2.4-y7DD-3--hn^/'jy0.59g (2. 
4 lrnmol) M/N- (tert-T* h^^/^^U) - 
30 1. 3 -m; ^'75^0.4 21 (2.4 lmmol) £ 
h'jXf-^TS^-l 0ml*, 7 0*Cfc«LTl. 51$ 
l» Lfc . *£BET h U xf-/l-T S L . g|;BfE£ 

Jfrfcy^-l^tCjgJBU (NajSO*) 

nXU 4 - [3 - (tert-yh^v'^-Kx^TS 
y) 7ne^75/] -2-^OQ-3--hQ^fy U 
y0.6 1g (1.6 0mmol) £Hfe*£if 8 (mp : 1 5 9 
~1 6 IX?) t LX&K. i^tcOfTWHt^Wx-^Ji 

40 C0062] IR (KBr)cr' : 3310. 168 
0. 158 0 

i H-NMR (CDC Is) a (ppn) : 1.5 0 (9H. 
s), 1.77 (2H.m). 3.27(2H,q,J = 6. 
1Hz) . 3.36 (2H.q. J = 6. 0Hz) . 4.82 
(lH.br) , 7.3 7 (lH.br) , 7. 5 5 (1 
H.t. J-7.8HE) . 7.72 (lH.t.J=7.7H 
z) , 7.89 ( lH.d, J=8.2Hz) . 8.27 (1- 
H.d. J = 8.4Hz) 
C0063] (mffiM7) 
50 3-757-4- f 3 - (tert-^ h^r^/^-^T 
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4 - [3 - (tert-yh^f^^-^TSyJ .T-otr 
^75 7] -2-?oo-3--hC73fy U>-0. 2 7 
g (0.7 0mmol) £x*y-/^7mH;:}$J5?U S-ffcf 
-TClI] • 2;-fcflJ|!jO. 5 5g (2.45mmol) &fy£l 

mmm^fcLt:. ^mtm^i: 2 n - rvt- r* 

taMt. 7on*/i^-C2IIJ«itfiU (:&£*) „ 

If^-i^x^ (i:i v /v) jgaJS^tc J: 9 . 3 - 
7S/-4- [3- (tert-7b*ri'#tl'#-JUT$. 
J) 7*at:;ur5y] 1 5g 

(0.4 2 8BB01) S-gSfMfifcU^. ^<0tW 

[00 64] JH-NMR (CDC 1 3 ) ( PP m) : 1. 
49 (9H,s) . 1.73 (2H,m), 3.29(2 
H.t. J = 6.2Hz) . 3.35 (2H,q,J = 6.0H 
z) . 4.28 (2H,bs) . 4.60 (lH.br) . 
4.7 5 (lH.br), 7.44 (2 H.m), 7.87 

(lH,d, J = 7.6Hz) . 7.94 (lH,d,J = 7. 
6Hz) 

[0065] (3116098) 

1- T3 - (tert-ys^to|,7£/) T 
oe/Pl -4-;nn-lH->f$^/ T4.5-C1 

3-757-4- [3- {t&rt-zrh^^XJlstf-Jl-T 

5 7) rot^r$/] l 5 

g (0.42 8mmol ) tz b 'JXf^/l^h^/M- f- 0 . 
36ml (2. 1 4Bimol) ZtUtX. 1 0 0*CT2BSItl$ 
^^SO-CTl^SfFL^. RjSS^fe^iSSETiei® 

U ^DD^/PA-pt^y— (150: 1~1 0 0 : 
lv/v) a&fJftJHci 9 . 1 - [3- (tert-yh^fv- 
tf/t-tfx^rsy) Tof/U] -4-;on-lH--f 
S/y[4,5-c]^/!)y0.14g (0.3 88mmo 
1) fcSfeffi* (mp : 15 5—1 5 6"C) t LT# 

[ 0 0 66] IR(KBr) cur 1 : 3380, 168 
0, 1520 

1 H — NMR (CDC 1 3 ) 8 ( PP m) : 1.47 (9H. 
s) . 2.22 (2H.m) . 3.30 (2H,q, J = 6. 
4Hz) . 4.68 (2H, t. J = 7.2Hz) . 4.7 (1 
H.br) . 7.66 ( 1 H. t . J = 7. 6Hz) . 7.72 
( 1 H. t . J = 7. 6Hz) . 8.09 (lH.s) . 8.1 

6 (lH.d, J = 8.4Hz) . 8.21 (lH.d.J- 
8.4Hz) 

[0 0 6 7] (mmM9) 

1- (3-T$y^-otf/U) -4-?DD- 1 H->( 5 

^/f4.5-cl ^y;y^-B£ 
1 - [3 - (tert-7b*isfi)W-/UT$S) 7Dt 
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a-] -4-;nn- 1 H--f s^-y [4, 5-c ] *y 

Uy5 0ng (0. 13 9mmol) 3 nl(Cig 

flFU h'J^/M-uSKO. 1 lml ( 1.39 onol) ^Jn 

1 N-Tfclgft-t- h V «7 A*fl^E 1 ml&tffcigTkS-Jil;*. . 
^no^AT5®ttajL. 89£ (Na 2 SOi) 

TiftJBLrt:. EKS^'x^x-^ (Jfrfl:^!^* 
iHtetf) th'Jfal/- bLTVtimiZFmU 1- 
(3-7$/7oe/H -4-^aa-i H--f $ry 
10 [4.5-c] ^fyi;>'14mg (0.0536mw)l) S-a 

[0068] I R (K B r ) car 1 : 3400, 159 
0.1510 

1 H — NMR (CDC I3 + CD3OD) 8 (ppm) : 2. 
06 (2H.m) . 2.72 ( 2 H, t . J = 6 . 8Hz) . 
2.98 (2H.br) . 4.64 (2H.t. J=7.0H 
z) . 7.57 (lH.t. J = 7.6Hz) . 7.61 (1 
H,t.J = 7.6Hz) . 8.03 (lHs) , 8.05 

20 (lH.d. J = 8.0Hz) . 8.1 1 (lH.d. J = 8. 
0Hz) 

[0069] (mmio) 

1- (3-T*Szm\?i \,) -!H->f$^/r4.5 
-c] 4-7-5 >^Bg (*g)2 ) 

1- (3-7S77ne/H -4-?od- 1 H — f 5 
W [4. 5-c ] 4f7U>-14Bg (0.0 5 3 6m»l) 

30 U>>A*|SiJ|0.3ml$-Jnx«faj«Ii£-nRLT. 1- 
(3-7S77ne^) -lH->f 5^V [4.5- 
c] ^7 U >-4-T5>-8ng (0.033 lml) £ 

[0070] (msmii) 

4- ^yy/^7S 7- 1 - T3- (tert-7S#y 
#/M*x/PT5,/ ) 7n^l - 1 H-J 5 »y r A-. 

5- cl ^y;>^Bg 

1 - [3- (tert-yh^v-^/^-^TSy ) 7Dt 
40 ^] -4-^OD-lH- f5^V [4. 5-c] * J 
Vy30mg (0.0831mol) tC^y^'/PT 5 >-lal 
£Jni., 1 5 0nctcJn^LT3i^f5ffiH¥Lfe. «EET5S 
3pJc^>>^T5 >£ffi£U lN-Jgffii::&Jg*£lnj 
i.«^^U>"C2|5Itta}L^. WfiRffi^W^H*^ 

■f-hvvAxm&vm&v. $m (Na 2 so 4 )^ & 

r??*— fcffU ^Dn^A-^^y-^ (1 5 
0 : lv/v) JgaiS^-tcJ: 0 % 4-<^^r$y-i 
- [3- ( tert - y h is/j)VX-)VT 5 7 ) rot 
50 /H -1HH [4. 5-c] ^rVD^Smg 
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(0.08 1 lnmol) £Sfefii3fc (mp: 171-17 

[0071] IR(KBr) cm" 1 : 3 3 3 0, 170 
0.1590.1540 

1 H-NMR (CDC Is) S (ppm) : 1.46 (9H, 
s). 2. 1 8 (2H.m) . 3.2 5 (2H.m) . 4. 
57 ( 2H, t. J = 7. OHz) . 4.64 (lH.b 
r), 4.95 (2H. d. J = 5.2Hz) ,6.05 
(lH.br). 7.26-7.36 (4H.m) . 7.4 
7 (2H.d. J = 7.6Hz) , 7.51 (lH,t,J = 
7.6Hz) . 7.82 (lH.s) . 7.92 (2H.t.J 
= 8. OHz) 

[0072] (mm\2) 

1- (3-75^70^) -lH-^f 5rV T4.5 
-cl ^/'Jy-4-7$y^ (*g)3) 

4- ^V^rSy- 1 - [3 - (t e rt-rh^fy 
#/P;tfx/PrSy) -1H-- f 5*V*[4. 

5- c] ^fy'jy3 0mg(0.0 6 9 5aaol) £^f&3m 
1I3MFU Jmffr^iSVA-Sm [2 0%] 0. 1 g 

(6 : 3 : lv/v) jgJiiI5#J: 0 S6moI£i?Jg£f^ 

;U) - 1 H-^f $rV [4. 5-c] ^fy U>-4-T 
5>-7mg (0.0 29 0mmol> SrStfSfeffijfci: fC# 
fc. £tf>i<0<7)?58tt<S{i v HJfcW5tftffr£iRji:-3tL 
fc. 

[0073] (HJ60IJ13) 

4- T4 - (tert-^N^^^-K~/PT$y) T^/P 
TSyi -2-^nD-3--hDJr/iJy^l£ 
2,4-y7nn-3--ha^f/ijyo.7 2g (2. 
97mmol) (tert-y* ^/^-/P) - 

1,4-^*75^^0.568 (2.97mmol) £ h 
yxf^TS^l 2ml <K 7 0X:tcSlg3iLTl. 5^S 

U SeiKMgSO*)^ jSffT^KS:S*t 
fc. »»5&n-^-^>—^Xf-/UX— t)V ( 1 : lv/ 
v) ThUfaP-MtrffiU 4- [4- (ter 

t - y h v-^/i'^-^T* s y ) r-wrsy] -2- 

?nn-3--hnJfyijyo.9 7g (2.46mmol) 
^ffelS* (m P : 12 5~12 6.5iC) £ L-T*# 

[0074] IR (KBr)ca- 1 : 3340, 328 
0, 1680. 1540. 1520 
1 H-NMR (CDC Is) 6 ( PP m) : 1.46 (9H. 
s) . 1.63 (2H.m). 1.78 (2H,m). 3. 
19 (2H.q.J = 6.4Hz) . 3.47(2H.q.J = 
6.1Hz) . 4.6 8 (lH.br) . 6.41 (lH.b 
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r) . 7.52 (lH.t. J = 7.7Hz) . 7.74 (1 
H,t.J = 7.8Hz) . 7.91 (lH,d.J=8.4H 
z) . 8.1 1 (lH.d, J = 8.4Hz) 
[007 5] (S3&m4) 

3- r$y-4- T4- (tert-yh^^;^-K-/ur 

$y) 7+)l>T$S-\ -2-7nu*y>J 

4- [4- (tert-yh^f^y^-zprsy) 
T5y] - 2-^nx=t-3-~ha^y'JyO. 5 s 
(1.2 7mmoI ) £x^y-/H 3mH^»L. iSYtT 

10 -TCII] • 2*ft?«Jl .Og (4.4 3mmol) i^Jni. 1^ 

?oo*/PA-C2l3«ja!U (:&£*) * «* (N 
ajSOi) ft, }&ETi§&£©:£L*:. g^ESr^-U^^ 

iex^ ( 2 : i.v/v) mmmmzj: ■? 

-TSy-4- [4- (tert-rh^^tfx/PTS 
/J^f/l/TSy] - 2-^nn^y>jyo.l2g 

(0.3 2 9mmol) 5rffife^^fcL-C^. I^tW 
20 ^Ht^W-r-^t±iJlToaOT«)&« 

[0076] I R ( KB r ) car 1 : 3 2 7 0 , 168 
0.154 0.760 

'H-NMR (CDC Is) a (ppb) : 1 .4 4 (9H. 
s) . 1.64 (4H.m) ; 3 -1 7 ( 2 H, q , J = 6 . 
OHz) , 3.27 (2H, t. J = 6.6Hz) , 3.89 
(lH.br), 4. 15 (2H,bs) , 4.59 (1 
H,br) . 7.47 (2H,m) . 7.77 (lH.d.J 
= 7.6Hz) . 7.89 (lH.d. J = 7.2Hz) 

[0 0 77] (msmis) 

30 1 - T4- <tert-7h*i/*jJU#—)UT$S) 7± 
JW\ -4-^DD-l H — T 5 T4.5-C1 *J 

3-TSy-4- [4 - (tert-7h*is*i)l>#—;l>T 

sy) r?-/kT$y] -2-?un*sv>o. 1 a & 

(0. 384mmoi) £hyxf-/Mvi^;fc^y— h0.3 
2ml (1.9 2mmol ) 1 0 O-CtJIg&LT 1 Bfc 

^y-/U- (150: 1~1 00 : lv/v) ^ffiH^i: 

40 l- [4 - (tert-yh^ytf/utf^rsy) r 

f-/P] -4-^od- 1 H-4 [4. 5-c] 3f 

/'J>0.12g (0-32 lnmnl) (m 
P : 14 8-1 5 OTC) bLX'&fi:. Z<r)L<7)COtt%.¥ 

[0078] IR(KBr)cnr>:1695. 1510 
'H-NMR (CDCh) a (ppm) : 1.4 2 (9H, 
s) , 1.62 (2H.m) . 2.06 (2H,m) , 3- 
2 1 (2H,q, J = 6-4Hz) . 4.5 8 (lH.b 
r) . 4.6 5 (2H. t. J = 7.4Hz) , 7.6 6 (1 
50 H.t. J = 7.2Hz) . 7.72 ( lH.t. J=7.6H 
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z) . 8.02 (lH.s) . 8.13 (lH.d,J = 8. 
4Hz) . 8.21 ( lH.d. J = 8.2Hz) 

coo79j (mmmi6) 

1- (4-T$S7+Jl>) -4-^PO-l H-H' 
1- [4- (tert-y h^^;P^-;UT 5 y ) y?- 

;u] -4-;od- i h-w syy [4,5-c] *y 

U^O. 1 Og (0.2 6 7mnol) tmtJt+U* 
flfSfU lml (2.67m»l) £ 

£ i n -*K<fcy h v ^A7km&2tiRt/i£&>kitsat 
•C7na^t5@iffiL,. (NajSOi) 

- (4-TSyyf-/l^) 

[4. 5-c] ^yyy4 5ng (0.1 6 4«ol) £&*f 

[00801 IR(KBr)a-i:3400, 29 5 
0. 1670. 1 520. 1 360 
1 H — NMR (CDC h) (pp«) : 1.5 1 ,(2H, 
m) . 1.96 (2H.m). 2. 6 6 ( 2 H, t . J = 7. 
2Hz) . 3.03 (2H,bs) , 4.5 3 (2H.t, J 
= 7.4Hz) . 7. 56 (lH.t, J = 7.4Hz) . 7.6 

0 (lH,t.J = 7.5Hz) . 7.97 ( 1 H, s) , 8. 
02 ( lH,d,J = 6.4Hz) , 8.04 (lH.d.J = 
6.4Hz) 

[0081] mmmi7) 

1- (4-T$;7*/U) -1HMSy/r4.5- 

l- {4-r^yy^iv) -4-?on- 1 h — r sy 

V[4.5-c]4fyy>'40«g(0.146m«)l) £ffi 

1 N-*igfl:^h u ->A*j§?so . 5«i s-jDi^r. mta 
VsZdmLmr s-Ari>t>m&&LT . 1- u-rs 
yy?-/u) -iH- rsyy [4.5-c] *yt;y- 

4-T5V1 4«g (0.0 54 8mol) 
(mp : 2 2 7-2 3 0. 5<C (#») ) i: LT&fc. 

[0082] IR (KBr) c«-» : 3340. 318 
0. 1650. 1 530. 1400 
1 H — NMR (DMSO-de) a ( PP b) : 1.30 (2 
H.br) . 1.39 (2H.m) . 1.89 (2H. 
m) . 2.55 (2H. t. J = 6.8Hz) . 4.59 <2 
H. t. J = 7.0Hz) , 6.56 (2H.bs) . 7.26 

(lH.t. J = 7.4Hz) , 7.44 (1 H.t. J = 7. 
7Hz) . 7.62 ( lH.d. J = 8.0Hz) . 8.05 

(lH.d. J=8.0Bz) . 8.19 ( 1 H. s ) 
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[0083] (msmi8) 

4-^y/PTSy-l- T4- (tert-7b**s*r)U 
^7$y) -?+A>l - 1 H->f 3^/ T4. 5- 

1- [4- (tert-y is* >U#-JUT$S) 7+ 
AO -4-7UU- 1 H-4 §yy [4.5-c] *J 
U^7 0«g (0. 187n)l) (COStoTS^Blfc 
Mt: 1 5 0-CKiJn^LT3i^lSI«Sf Ltz. SffiTiSfJ 
<rK^y;l/7Sy^L, lN-S&&l*#S;jc£;&o 

^57^- fcftU ^on^A-^^y- /!< ( 1 5 
0 : 1 v/v) jgffiBrJHCJ: 0 „ 4 -K.y*SA>7 S7-1 

- [4- (tert-yh^^xr/w-K^rsy) y^/to 
-1H-- r $yy [4.5-c] ^yy^7 9«g(o.i 

7 7m»l) £6£Sj3k (mp : 1 5 1 — 1 5 3. 5*0 

20 [0084] IR (KBr) car 1 : 3380, 331 
0. 2930. 1680. 1595. 1540, 124 
5.1160 

1 H — NMR (CDC 1 3 ) S (ppb) : 1.42 (9H. 
s). 1.58 (2H.m) .2.02 (2H,m) . 3. 
18 (2H.m) . 4.55 ( 2 H. t . J = 7 .4Hz) . 
4.55 (lH.br) . 4.95 (2H.d. J = 5.6H 
z) . 6.03 ( 1H. t. J = 5. 6Hz) , 7.23-7. 
36 (4H.m) . 7.47 ( 2 H. d. J = 7. 6Hz) . 
7.51 (lH.t. J = 7.8Hz) . 7.75 (1H. 
30 s) . 7.90 (2H,d. J=8.0Hz) 
[0085] (HJg0U9> 

i-(4-7syy^) -ltwsyy T4.5- 

c 1 *y>J>- 4-Tg>^5£ 
4-<^v f /PT5y-l- [4- (tert-y r^fs'Jfr/l' 

tf-/prsy) yf-/p] -ih— -rsyy [4.5- 

c] *yy^6 7ng(0.1 SOmnol) &*?&5nUzm 

mu #m.W7WJ»-mm [20%] o.isgj 

U*.2BiaM&j38ILfc. fiaeSte^jaU «ETi£SS 
£S3r S' U # yVP# 5A?0?h^77^ 

40 -fctfU ^no^A-^yy-/l/-3 2%gH6 
(6:3: 1 v/v) *gjfc®#.fc 0 Btt«KOffK*S£^ 
rsfe*y&gLTIBflc*ttRU 1 - <4-T5yy^ 
/k) -1H — fSyy [4.5-c] *S>jy-4-T 
5V14ig (0.0 54 8i*>l) *8WSfe»3fcfc L,T# 

^. iwiooiHjttMte. HJfiWl 7o^^«ji:-S:t 
[0086] (HS6fiRf20) 

1- T3- f T4- f^x-yl^Mr^) -1-e^ 

v$tyT±w\ 7? y] ypg/n - 1 hw syy 

50 T4. 5-cl ^/'Jy-4-7$y^ 
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a) ^DDiHO.l Og (1. luaol) RX/1- (3 ^y-;K 1 0 : lv/v) -C4lsIttajL^. ^t8M$"± 

-rS/TDt^) -lH-'f S^/ [4.5-c] * £*TifcitU (Na:SC-4) JgffTJSEISrS 

y l>^-4-T$^0. 24s (IbboI) £ N , N — i?* *Lfc. gfSE^U^y/^^A^nv r-^? 

f-/U*/PAT$ K3 OmHdgSSU 1 - ( #U ^DDt^A-^^/-^ (8 : lv/v) JSJtJ® 

(EDCI ) 0.29g (1.5mmol) S-Jni-T^fi-Cl TMifaU- h LT*FBXL» 1 - [ 3 - ( 7? U/PT 

SfeiI#U;. KJSiStc*5rini. ;nn*;^T10» 5/) Tnevi/) - 1 H—f SrPV [4. 5-c ] #y 

?00»IVkfc-.X*y— /M 1 0 : lv/v) X^mtAiH 'jy-4-7§y0.14g (0.474naol) £fSt3lfe 

Ute. imm£&m*.TimL. (Na2S0 4 ) »5fc (mp : 173-1751C) fcLTftfc. i^<><0 

mETte&z %£lt. l- [3 - c (^nort io <oimm7 t -?imTcom')T'S>s>. 

*)l>) TS^D TotT/P] -lH->f [4, 5- [0090] IR(KBr)cir l : 3330. 320 

c] *y'JV-4-T$^<7)ffl£j£%£f#*:. 0, 1630. 1525 

«3{±^^5:7tft. fnW(Z2k^>Kf6(^SVX^. 1 H — NMR (CDC Is) 8 (ppm) : 2.2 5 (2H. 

[0087] b) a) T&h1\tz\- [3- [ (?o m) , 3.47 ( 2H, q, J =6. 5Hz) , 4.61 (2 

nT-te-T-ZW) T$y] 7*Otr/l^] -1 H-'T H,t.J = 7.0Hz) , 5.47 (2H.bs) , 5.7 

[4.5-c] ^yi)V-4-TS>'<7)ffi^%$-J:^ (lH.br) . 5.71 ( 1 H. d. J= 1 0.4Hz) . 

y— /U5ml£$gS¥U 4- (-;7i-^ h^>-) tT^ 6.09 (lH,dd.J = 16.8, 10.4Hz). 6.3 

V=S>- -ffiSt&O. 14g ( 0.4 7 2mmol) 2 ( 1 H, d, J = 1 6 . 8Hz) . 7.33 (lH.t,J = 

m±hO*7J*48mg (0.5 6 6amol) 71$ 7.6Hz) , 7.5 3 ( 1 H. t . J = 7. 8Hz) . 7.8 3 

faMfcSaSLfc. ^jgft^rSLT^, V*m*W£F 20 ( 1 H, d, J = 8. 4Hz) . 7.9 2 (lH.s). 7.9 

iSfSLJt. SaSESr>-U^^/W*7A^nvh^7-<- 3 ( 1 H, d, J = 8. 2Hz) 

£ftU ;nn*^-^^y-;K3 0 : 1^-2 0 1: [009 1] (0§5fc0|2 2) 

lv/v) jgfflBft£J: 9 * 1- [3- [ [4- (^7i 1- T3- T T4- (y'7x-^^^) -1-^ 

x/k* Mr >- ) - 1 -e^U ^VT-tf-A-] 7S/]7 UyVT-p/W^/H T£y] yo^/H - 1 H->f 5 

□tr/p] -lH-^srv [4.5-c] ^yu^-4 yy r4.5-d ^yjy-4-7$y^iiic 

-TS >"2 Omg (0.0 3 64fflnol) S-j&ftfelfH&Hi: 1- [3- (T^'J^TS/) Tcrt/U] - 1 H — f § 

LT#fc. «I <0 1 ^)WM?Wf- * (ifcTF^ii 9 ^/[4.5-c]^y'jy-4-7$>'0.12g 

S. (0.4 06hd1) £X?y— /WOal&jfltU 4- 

[0088] I R (KBr) or* : 33 20. 165 (y'7x-;W a") tf^.U - £R£0 . 1 3 g 
0. 1 525. 1070, 700 30 ( 0 . 4 2 7mmol ) SXfeffiMcmi- b V -7A3 8ng ( 0 . 

1 H — NMR (CDC 1 3) & (ppm) : 1.70 (2H. 4 4 7m*>l ) £Jn;l. lllfeM^SELfc. Wfc£iF3fi 

m) , 1.86 (2H.m), 2.19 (2H,m), 2. LTf$&. rSKtSHSU S^T/PS-rtf ^A? 
27 (2H. t, J = l 0.4Hz) . 2.74 (2H. <f -tCtfUt. ;on**A-^^y-iK4 

m) . 2.98 (2H.s). 3.39 (2H.q.J = 6. 0 : 1 v/v) igffl®4HC<fc 0 B«ft»£l|tf>. »SEW*& 

5Hz) , 3.45 (lH.m) , 4.54 (2H.t.J= X.—f-/UX'h D l>—h LTiFlXL, 1- [3- 

7.0Hz). 5.49 (lH.s). 5.60 (2H.b [ [4- (i^x^ b=*v-) - 1 -WJiS>Va 

s) , 7.21-7.36 (lOH.m) , 7.38 (1 KJAASi 75/] Totf/t-] -lH-> f5^V[4. 

H.t. J = 7.2Hz) . 7.5 1 (lH.t. J-7.7H 5-c] * y U >--4 -T 5 ^7 5mg ( 0. 1 3 3nmo 

z) . 7.8 2 (lH.d. J = 8.2Hz) . 7.89 ( 1 1) £fS3tfef»5fc (mp : 1 7 8~18 2*C) bLX& 
H.s) . 7.9 0 (1H. d. J=8.0Hz) 40 fc. £Oi COCO^HK^Wx-^^mT^fflOTfc* . 

[0 0 89] (HS60IJ2 1) [0092] IR (KBr) cm" 1 : 3 3 3 0 , 3 2 0 

1 - f 3- (T^U/PT5y) TaKlUl -lH->r$ O. 1640. 1530. 1080. 700 

T4.5-c1 »/'Jy-4-7$y^ iH-NMR (CDC Is) (ppm) : 1.6 1 (2H. 

1- (3-rSyrnf/U) -1H-4 $yy [4.5 m) . 1.84 ( 2H.m) , 2. 1 3 (2H.m) . 2. 

-c] *yy>'-4-7 > S>'0.2 4g (lmmol) £N, 20 (2H.m) . 2.38 (2H,t, J=6. 0Hz) . 

N-y/f^/l/A7S H30ml£Si5U T?\)A& 2.54 ( 2 H. t , J = 6 . 0Hz) . 2.74 (2H, 

75/il (1. lmmol) RTfl- ( 3 -S^^/UTS /7 m) . 5.48 (lH.s) , 7.21-7.54 (1 1 

ntf/tO -3-Xf-/fe»A4t;$M 5H -iSS?»S0.29 H.m) ,7.51 ( 1 H. t , J = 7. 7Hz) , 7.83 

g (1.5mnol) S:lra;im£T3.5B$faiafrL3t. SJ5 ( 1 H. d, J = 8. 4Hz) . 7.9 1 (lH.s) , 7.9 
iflKOkSrJn*.. ^no^ATlEL ^ontf/kA-y 50 4 ( 1 H.d, J = 8.4Hz) . 8.68 (lH.br) 
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[0 0 9 3] ($mm3) 

1- T4- (r^'J;urgy> ?+fiA -1H-4 5^ 

l- (4-7$yrf;n -lH—rs^y [4,5- 

c] ^/>;y-4-7$>'0.26g ( lminol) £N,N 
- ^ f-;P*/PA TS H 3 Oral £J8S 
5/zl ( 1. lmmol) &tf 1- (3-^WS^7-n 
f/P) - 3 -x.+MtfMlt&<t $ H • igKigO . 2 9 g 
( 1 . 5ou»l ) fcJniWCl WWrUfc. RJ6»fc* 

( i o : iv/v> T40«aiLyi. immz-km 
*ramu «» (Natso4> Kfim8*K*re 

U ^DDtvU-^^y-A' (10: 1~8 : lv/ 
v) aRfjaJhfciO. 1 - [4- (TfVlVT^S) Zf 

W] -ihm5^/[4.5-c] *svy-4- 

T5>"9 Omg (O. 29 1 mmo 1 ) £}&flfel&Jfc 
(m P : 17 6 — 1 7 8*0 fcLT&fc. CI<0*>tf><0# 

[00941 IR (KBr) cr« : 3320. 320 20 
0. 1640. 1530 

'H-NMR (CDC Is) & (ppm) : 1.65 (211. 
m) . 2.04 (2H.m) . 3.40 (2H,q,J = 6. 
7Hz) , 4.58 (2H.t. J = 7.2Hz) . 5.50 

(2H.br). 5.52 (lH.br), 5.65 (1 
H.d, J=l 0.2Hz).6.03 ( 1 H. d d, J = 1 6. 
8. 10.4Hz) , 6.2 7 ( 1 H. d. J = 1 7. OH 
z) . 7.3 3 (lH.t.J = 7.6Hz) , 7.5 3 (1 
H.t,J=7.7Hz) . 7.83 (lH.s). 7.83 

( 1 H.d. J=8.6Hz) . 7.93 ( 1 H.d. J = 8- 30 
4 Hz) 

[0 0 9 5] (3HS0IJ24) 

1 - T4- T T4- Us2-X=Jk* — 1 — fcT^s. 

V T4.5-C 1 #yj^-4-TS^O^Bg 

1- [4- (T^U/KTS/) T^] - 1 H--f 5^ 

V [4.5-c] dfyU>—4-rS>'8 5iag (0.27 
5mmol) S-X^y— /^7nl^JBL. 4- (j"'7x-^ 
^ r^fi") tf^U^-^JSSSnig (0.2 8 8oudo 

I) at^bk^rU 2 5mg (0.30 2mmol) £ 40 

*i. liftJn&BSUfc. ^^SrirjSLT^. r« 

fttfc. ?on*/l^A -/P (50: lv/v) jg 
tBS^Kc J: 0 BW«j£&tf>. Jft««*«x-- f/UT r V 
ir^-rLT^BXU 1- [4- [ [4- (^7i= 

-lH-fS// [4.5-c] Jf/ijy-4 
-TS^4 8mg (0.083 2mmol ) £afe&5fc (m 
P : 17 4— 17 6-C) t LTttfc. CO&WJBfcSS 
Wx-^iOToa 0 "CAS . 50 
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[0096] IR(KBr)cnr«:3370. 310 
0, 2950. 1640. 1530. 1090, 75 
0. 705 

■i H-NMR (CDC 1 3 ) 8 (ppm) : 1.4 8-1.6 
3(4H.m). 1.7 7 (2H.m) . 2. 01 (4H, 
m) .2.30 (2H, t. J = 6.0Hz) , 2.44 (2 
H.t. J = 6.0Hz) .2.63 (2H.m) . 3.28 
(2'H.q, J = 6.5Hz) , 3.37 (lH.m) , 4.5 
6 (2H.t.J = 7.2Hz) , 5.42 (2H.bs) . 
5.47(lH.s), 7.21-7.35 (1 1 H. 
m) . 7. 5 1 ( 1H. t, J = 7.7Hz) . 7.8 1 (1 
H,s) , 7.82 ( 1 H.d, J = 8. 0Hz) , 7.92 
( 1 H, d. J=8.0Hz) . 8. 58ClH.br). 
[0 0 97] {Wm25) 

l- r 3- r T4- r (4->op7x-/p) 

-1H-4 5^/ T4.5-C1 ^ry'J^-4 

1- [3- (T?!)^7*$y) 7Dt;P] - 1 H-4 5 
[4.5-c] U>--4-T$>-5 Omg (0.1 
6 9mmDl) £x;?y— /l^mlfcl^fl? U 4- [ (4-? 

6 Omg ( 0 . 1 7 8mmol ) U »7A 1 6a 

g ( 0 . 1 8 6»do1 ) S:jDi.T 1 HM*3iaSL*:. 

(4 0 : lv/v) *a}B#fcJ: 0 S«ft*SW>. 

iftx-f^rhyf au-h uwru 1 - [3- 

[ [4- [ (4-?nQ7x-/l/) 7x-;Mh^y] 
-\-K*WVTar\s4nr] 75/] Tutr/t-] - 
1 H-'f 5rV [4.5-c] a f /ij>--4-7$>'4 
Omg (0.06 6 9mmol) ^afeS*(mp : 1 7 0~ 

i7 2.5x:) ktxnt:. r^fcWM^f-^ 

[0098] I R < K B r ) cnr » : 3 3 2 0 , 320 
0, 29 40, 1640, 1530, 1080 
1 H-NMR (CDC 1 3 ) $ (ppm) : 1.5 9 (2H, 
m). 1.81 (2H.m), 2.13 (2 H.m). 2. 
20 (2H,m) , 2.37 ( 2 H. t , J =6 . 0Hz) . 
2.54 (2H. t. J = 5.8Hz) . 2.72 (2H. 
m) , 3.37 ( 2H, q, J=6.4Hz) , 3.40 (1 
H.m) , 4.59 (2H, t , J = 7.0Hz) , 5.43 

(lH.s). 5.45 (2H,bs) , 7.23-7.3 
4 (lOH.m) , 7.51 ( 1 H. t . J =7 . 6Hz) . 
7.83 (lH.d, J=8.4Hz) . 7.91 (1H, 
s) . 7.94 ( lH.d, J=8.4Hz) , 8.59 (1 
H,br) 

[00 99] (Hfi60«2 6) 
l - r 3- (4-^nn;^/>f^7S7) roe 
;H -lH-^fSf / f4.5-c1 */'J>-4-T 
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1- (3-7^7Dt;l,) -1H-- f$*V[4.5' 

-c] #/'jy-4-7$y0.24g ( lmmol) £N, 

N-^f^A7S H3 OmltCgjSU 

K&0. 1 lml ( 1 . lmjml) 1 - ( 

5 /7nt;H -3-x?7iv#;iVjKi^ 5 H • 

0.29 g (1.5bbo1) fcJniMi&'eiirjtfgf'rU;. R 

«**«*r»i»u sat ( Na 2 so4 ) &j£rm 
M/cnxu l- [3- 

5/) 7ot;k] -lH-f Syy [4.5-c] *S 
Uy-4-rS^3 0mg (0.0 8 6 7bdo1) 

[0100] IR(KBr)ca-':3330, 320 
0. 1 650. 1 530 

1 H-NMR (DMSO-ds) 8 (ppm) : 1.91-2. 

04 (4H,m) , 2. 26 ( 2H. t. J = 7.4Hz) . 
3.12 (2H,q. J = 6.2Hz) . 3.64 (2H.t, 
J = 6.6Hz) , 4.59 (2H.t . J = 6.8Hz) , 6. 
58 (2H.br). 7.26 (lH.t.J = 7.4H 

z) , 7.4 5 (lH.t. J = 7.8Hz) . 7.62 (1 
H.d, J = 8.0Hz) . 8.03 ( 1 H. d. J = 7. 6H 
z) , 8.0 5 (lH.br) , 8.20 (lH.s) 

[oioi] (mmm27) 

1- r 3- T T4- (y'7x-;M h*cSs) -l-Hl 
T$y1 TPE7H -1 H->f $y 

V T4.5-cl ^yjy-4-75yw^it 
1- [3- (4-^nn^7?/>f^7$y) Tut 
/P] -lH-'f [4.5-c] JfyUV-4-T 

SV2 5mg (0.07 2 2mmol) , 4- (x'7x-iM 
h*^) tT^U^^-^1^44ing (0. 144im»l) 
&t/KSt*U , 7A4 0aig(0.2 8 9oBiiol) SrN.N-^ 
5 K 3 al 4*7. 1 0 or-toDnf&LT 8B# 
KfS#L*:. Rf5Jg^7|c$-JPi., ?oo*/PA-C2|H|«| 
JUL. (Na 2 SO.)i < M£ETi§S£S*L,*:. 
a^7;l-St*5A7nvh/57 -f-fcrttU ?o 
O^A-j<^y— /l- (1 5 0:1—70: lv/v) g| 

f-a.U-hLT. 1- [3 - [ [4- (y7x^W(« 

#^) -l-e^'jy'^/^] 7$y]7ne 

/W] - 1 H - ^ $ y V [4.5-c] *;v>-a-t 
S>-1 5mg (0.0260mmol) ^efeffi*{mp : 1 

5 8-1 6 2. 5X;) fcLT^Tt. Z<r>l>(7)<7>tii/&m 

[0102] IR(KBr)cm-»:3200. 164 
0, 1 530. 1 070. 700 
'H-NMR (CDC Is) d (ppm) : 1.6 2 (2H. 
m). 1.77 (4H,m) , 2. 1 0 (2H,m) , 2. 
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19 (2H.m) . 2.29 ( 2H. t . J = 7 . 0Hz) . 

2.34 (2H, t. J = 6.4Hz) . 2.69 (2H. 
m) , 3.3 5 (2H.q, J =6. 5Hz) , 3.40 (1 
H.m) , 4.58 (2 H,t,J = 7.0Hz) , 5.45 

(2H,bs). 5.47 (lH.s) , 7.19-7.3 
4 (1 lH.m) , 7.5 1 (lH.t, J = 7.7Hz) . 
7.82 (1H. t. J = 8.4Hz) . 7.92 ( 1 H. 
s) , 7.93 ( lH.d. J=8.2Hz) 

[0 103] (HS6WI2 8) 
10 l - T3- (5-^no/t^yj'y^;i/7$/) Tpfcf 
;H -lH->f?^/ T4.5-C1 »yjy-4-7 

l- o-rsyratf/w) -1H-- fsyy [4.5 

-c] VJ>'-4-7Sy0.32g ( 1. 3 3mnol) 
i^N,N-^f/k*;l/A7S K40ml{Cg$SU 5- 
;onS?80. 1 5ml ( 1 .4 6mmol) RX/ 1 - (3- 
y^f;P7S/7ntrt/) - 3 -^)Vt})\stf : J't $ K 
-&&*g0.38g ( 1.9 9mmDl) £faLMi&T 1 BjfeSJ 
ffUt. RJBfgfcdc&jnx. .ffi»xf-^T2ig$iifc:^ 
20 DD^A-^^/- /iV (10: lv/v) -C2|H|ftajL 
fc. Wg2-^Jg7K-m^L. ^(Na 2 SO«)&. 

M/C*TRU 1- [3- (5-^oo/l^.>^y>f;iv 
757) ratr/iv] -lH-'f 5yy [4.5-c ]df 
yjy-4-TS^O. 1 6 s (0.4 4 5mmol) 

[0104] IR ( K B r ) car 1 :34 70. 329 
0. 1650. 1525, 139 5 
30 iH-NMR(DMSO-de) $ (ppm) : 1.62 (2 
H,m) , 1.70 (2H,m) , 2.00 (2H,t,J = 
7.0Hz) , 2.12 (2H, t, J = 7.4Hz) , 3.12 

(2H,q, J = 6.3Hz) . 3.62 (2H.t.J = 6. 
2Hz) . 4.59 (2H. t. J = 6.9Hz) , 6.6 1 

(2H.bs) . 7.26 (lH.t, J = 7.6Hz) .7. 
4 5 (lH.t. J = 7.8Hz) , 7.63 (lH,d,J = 
8.4Hz) . 7.98 ( lH.br) , 8.04 (lH.d, 
J = 8.2Hz) . 8.21 (lH.s) 

[0105] (msm29) 

40 1 - T3- f T4- (y'7ii;M h#y) - 

yy T4. 5-c 1 *7'J >--4-T$ >^5£ 

1- [3 - (5-^no;K^/-f;l/7$y) Tot 

/H -1H-- r $yy [4.5-c] ^pyu^-4-r 

S>-50mg (0.13 9mmol) . 4- (y'7x-/M h 
t^D>-V-SBl^4 2mg ( 0 . 1 3 9mmol ) £. 
lX£tK#y7A5 8ing (0.41 7mnol) £N,N->>X 
■fvUrtVt'A T $ H 3 ml 10 0 r-CMfc 7 B$fH 

50 fc. SMS-r^ST-^^A^n^hy^y-f-tcff U 
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^OU^/P-A-X^y— )V (100: 1—70 : 1 v/ 
Th^^-hLTiFJRU 1- [3- C [4- (s'* 

7i-wh+y) -l-e^y^'vo-^y-f^] r 
sy] rne^] -iH-^f [4.5-c] *y 

'J^-4-r$^2 0mg(0.0 3 38auM)l) £fife$& 
5fc (mp : 1 5 2— 1 54-0 t L"C#^r. 

[0106] I R (KBr ) cm-i : 33 30, 320 
0, 2940. 1640. 1530. 1 070. 700 
1 H-NMR (CDC la) 5 ( PP m) : 1.5 0 (2H. 
m) . 1.64 (2H.b), 1.69 <2H.m) . 1.84 

(2H.m) . 2.08 (2H.m) . 2.19 (2H. 
m) . 2.20 (2H. t, J=7.4Hz) , 2.30 (2 
H.t.J=7.2Hz) . 2.70 (2H,m) . 3.36 

(2H.q. J = 6.5Hz) . 3.4 1 (lH.m) . 4.5 
7 ( 2H.t. J = 7.0Hz) . 5.45 (2H,bs) , 
5.49 (lH.s). 5.94 ( 1 H.t . J = 5.8H 
z). 7.21-7.37 (llH.m). 7.52 (1H. 
t.J = 7.7Hz) . 7.83 ( 1 H.d, J = 8.4Hz) . 
7.90 (lH.s). 7.92 ( lH.d.J=8.4Hz) 

[0 10 7] (15116093 0) 

1- T3 - ( 6 - -fvi^^^- J A 5 J ) 7DtT 
JU1 -!H->f$yyr4.5-c UyUy-4-7 

l- (3-7-syroif/t,) -iH- f srv* [4.5 

-c] ^y'jy-4-7$>0.24g ( lfflmol) £N. 
N-y^f;WA7i H3 OaltcSSU 6-7"Dt 
*7oy80.2 1g ( 1 . 1 mmol ) RXf 1 - (3-y* 
f-^7$/7oe/l.) -3-X*ykfrjt'i|f3'4 S H ■ ig 
®aS0.29g (1.5mnol) fcjll*, ^iST 1 IfcJfiS? L 
fc. S/C?St:^*$-Jni.»Ka:^-/UT'2llIftj±JL. & 

-f^^t*^ h'ifil/- hLTmXL. 1- [3 
- (6-7Dt^y^f/l,7Sy) 70^] -1H 
—< S.yV [4.5-c] *SV >'-4-TS>'5 0iDg 
(0.12 0maol) tRafifflsfefc LTff*:. .KOktf) 

[0108] IR(KBr)ca-':3330, 320 
0. 1 540. 1 540. 1395 
1 H-NMR. (DMSO-ds) a (ppm) : 1.36 (2 
H.m) . 1.52 (2H,m) . 1.70 (2H,m) . 
2.00 (2H.m) . 2.10 (2H.t. J = 7.0H 
z) . 3. 11 (2 H.m). 3.60 (2H.t.J = 6. * 

y^t'^^y^^-h (sp-20) 
$ uxf-Mtf yroe/u (ipm) 

±& 
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*8Hz) . 4.59 (2H. t. J = 7.0Hz) . 6.56 
(2H.bs). 7.25 (1H, t. J = 7.4Hz) . 7. 
44 ( 1H. t, J = 7.4Hz) , 7.62 (lH,d,J = 
7.8Hz) . 7.95 (lH.br) . 8.03 (lH.d. 
J = 7.4Hz) . 8.20 (lH.s) 
[0 109] (ISSfcM3 1) 

1- T3- T T4 - (y7i-/Mh^y) -1-tf^ 

'jy^fy^l 7$yi 7d^1 - l H--f a 
£Z T4. 5-c 1 * J V>-4-T* 
l- [3- ( e-Tu^^^-y^tvT^y) Tnt 
/U] -lH--f 5*V [4.5-c] ^/yy-4-7 
5 >4 5mg ( 0. 1 0 8omol) „ 4- (i^x— /k* h 
=*^) fcT^iJi^ -Jg&ig6 5mg (0.2 1 5eniol) & 
l^^KXrU^AS 9mg (0.4 3 0mmol) S-N.N-^ 
^^75 K 3ml4»» 1 0 0 X:tc:Jnf?fcLT8^^ 
fPUt. Sjes£t^KS-Jnx^nn^;^'C2IlIttaiL. 

A-**./— A' (15 0: 1—7 0 : lv/v) jSffi®^ 

-hLTmXL. l- [3-[[4-{x7i^;Wb 
>>-) -1 -Kiy&y+xi+tS't A"] 757] 7Dt 
A] -lH->f S^V [4.5-c]^'jy-4-7 
5^2 8«g (0.0462mol) £«Hfet&3fc (nip : 
1 5 1 — 1 5 5TC) Z(7)h<D<VftX&W-T 

[0110] I R ( K B r ) cor 1 : 3 3 3 0, 294 
0. 1630. 1540. 1070. 700 
'H-NMR (CDC Is) S ( PP m) : 1.3 1 (2H. 
m) . 1.48 (2H,m) . 1.63 (2H.m) , 1. 
70 (2H,m) , 1.86 (2H,m) , 2.07 (2 
H.m) .2.17 (2 H, t, J = 7.6Hz) , 2.20 
(2H.m) . 2.27 ( 2 H, t . J = 7 . 6Hz) , 2.7 
1 (2H.m) . 3.37 ( 2 H, q . J = 6 . 5Hz) . 3. 
42 (lH.m) . 4.57 ( 2 H, t . J =6 . 8Hz) . 
5.4 5 (2H,bs) , 5-50 (lH.s) , 5.6 2 
(lH.t, J = 6.0Hz) , 7. 21-7. 37 (11 H, 
m) , 7.5 3 (lH.t. J=7.7Hz) , 7.8 3 (1 
H.d.J = 8.4Hz) , 7.90 (lH.s) . 7.93 
(lH.d. J = 8.2Hz) 
[0111] (HS60J3 2) 



30 



40 



0.2g 
2.0g 
0.4g 
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[0 112] so^ing^L^y^fc'^^y^^u-^so^N (sp-20) 2g£#«HjHfc-£!Bjo. 2g£jn*Jt 



(1( 

29 

WmMLti. Ztilzs. ijxfy^ VT-obryu ( i p 
M) 0.4st:tnx.titk. m<Zttf&®M (80*C) LT 
*JVvtfife7-b U >-7 . 4 g £flDi. „ 8U¥ L5rA { £>M;S 

[0113] (JfclHJU) 

8 ox:\zimbtz-( vxfr u ^ns g t,zmstm4 9 

888 15 (CieiKO^T'^L^'f S^f^EKO. 5g 
tfeajOTaWLfc. -Ifttc:. Jnf&&»¥ (8 0X:) LT 
fc^JtfifeV-feU W 9. 5g?rJni. s ffif L^(t>m 10 

co 1 14] utmt2) 

0. 1 2%yyro>v«cw (s^siv^iBK) s-eot 

xffifflL*. 

[0115] (mmm3 3 > 
(l) mrtm 

flcfi3 0 0-600 gcDJttt, Hart 1 eyjRt^t 
•y h (J8A5fe: aa'J-) £&fflLfc. KEfcGrSWT. 20 
I sh i i t> ( Naunyn-Schmi edeberg ' s Arch. Pharmco 
1.. 332.219-223. 1986) Izja >)«feS*ufc*ttt-aSE 

MfcSftjfcS'*— MSP*-. ftffHH£>8UR&-Oifei'i 
*aRD*W*fctk $&m^£*oT^2~3inmtf>;gfi»flJ 

fc. ®#i±3 7X:(^M$LL*l%mM (Krebs bicarbonat 
effl:NaCl 1 1 8. ImM. CaC 1 2 2 . 5mM, K 
H2PO* 1.2mM, KC 1 4.6mM, MgSO* 1.0 30 
mM, NaHCOj 2 5mM. glucose 11. ImM. p 
H : 7.65) fcttfcLfcl 0«l^^jrxS»«*ifcaBS 
L. 9 5%Oi. 5%COt<0fi£#;*£-iISRL*:. 
*>MBm?££ 1 g fc U *o»^«HH*SEfl:fc9HJ h 5 
^fa-t- (NEC San-ei.Type 45196A) &l*S 
lEJjTyy ( NEC San-ei.Type 1236) fcfl-LT-f > 
(R1KADENKI R-50) ±(CfESL>fc. 
[01 16] 1 ^fS incubation LT*»4» h>C^ 

( 1 o-»m) *«*i/ciK*K«>fr*fc. 
fc. miteft*2 0ftisniM[.*L. &&fl:#Bj&-5-fir 

[0 1 17] tx^S y-JgBSgJi&a&i&fctc. * $ 

**]« ( 1— ry7>/p-i h— f [4,5- 
c] *yy>-4-rsv) , fflj;7xi'tH5Sy 

JttWWHfc&flMi DMSO (S/X +A,ZJHtt* >- K ) 
tcjgft? (DMSOav^rx&g^aaRWSttO. 
1%) L/c. 

[0118] (2) t£& 

v bMfllfWtX^ $ >iR*i£ 5 0%fll©|-rsfe 50 



) #Sf9-208584 

30 

IMfr£%tf>jgffi ( I Csoffi) fcHTO* 1 tS^-. IHJfe 
092 2. 2 4. 2 7. 2 925HX3 1 <Mfc&to\ti?7 *V 

[0 119] 
[*1 1 



SI 





ttfc**S (I Cso) 




> 1 0"*M 




1. 5x.lO" T M 


%JttM2 2 


3.4x1 0 T M 


$Jfcft2 4 


4. Ox 1 0 'M 


3llt«2 7 


1. 9x 10-'M 


fUfe«2 9 


3. 4xlO" T M 


Htt«3 1 


2.2xlO-'M 1 



[0120] (HS60934) 

( 1 ) w&xm 

fM&kUill&OBa 1 b/c77^ (St) W^9VT 

<*> ct 0 »a l 1 mme>$mstisi<Dmzmmz& l 
[0121] (Dr-smmnm®: 

0 . 9 %mtfr V V ^A*i§ifl[ 2 0 mitc^r^h 3 «7 b ? 
— ( Dersatophagoi despteronyssi nus : International B 
iologicals. Inc. ;Lot. No. 14679) 1 g£8$8nL, 3 0ml 
»**5**--{ X#<y hfc^L, jWTF, 40 0 0—4 5 
OOrpm-C^^^-fXL^ (MiTt*tyt>fX 

:M"XL*:) . jfc^rMXLfcjgiflte 5 0 al(?mm 
IZ&L. mStX'3 5 0 0rpm-e5#fSBg£fr^ JiSi 
SOOiS^gfcl^L^ (MA) . d^ffS2HI^0jg 
-r-fc^i-^T. «»B.. ff»C£ffab. IfS* (RO 
*) X'-hftifcftLKmmm (EJtmUm Seamless C 
ellulose Tubinng) tC. 8&A'." B. C$-^<l-e^A 
L. 4'CC0.9%tS-ft;i-M)'>A*jg?Sfcl*tLT- 

ift. 2w^ff->7t. i«w*T«. }§?BtA. b. c^^v 

/N^SfiS-^^s'^^gdf / h (Protein assay Reagen 
t BCA Kit : PIERCE. Inc. ) ■CSJjgU &*<7>mW& 5 0 
0/zg/ml<7)^ V-'N-^jS^^S «t 3 (C. 0 . 9%^<ti- 

hy«7A*jafsarc««Lfc. -^^^3^?-s^lt 

1 5mlO.-KU7*ObW'>'f- J L-7*fe:l 0ml"To^aEL. 
[0 122] <2>S^S.y^ 

HB*#®?SSr^-fiiJS^t40^^ 1 Sa^JnL^t 
Oi£-JSfm?St L/c. JS5fWare-f S^x^^- (-r/P^tt 
S3) fcflfn. v>x^gpo^Tt=<I«Oj§?S^200/2iS 

[0123] SSSU«]I=IS^2 1 H«fc. 0 . 9%Wt 



(17) 1$giFF9-2 08 584 

3 1 32 

i'hV 1 ?2>.7lc&ig.-C2 0 0ug/mlcr)?>';*7ig&< l zm& * (ODT) ) 

[oi24] Q&m®M8.xsimm&)®m sawt* ^>*» c#>i*ttv^ y ^-csrfcflw:. 

&JS£KI£TR 0 . v-* >^ Lfc3«r£4"M;: 1 cmH^- fclzwi& J 5-Tl& 3 cmEH;7r^ g^f&£gjggfc*r£4'4>t 

£&JS£«JBrUt. @JRL*:&0(il OXtpffefrU-?!; 2cmEH^(c^mL7t. M^SrSgdidlc^y 

ymmm. ( 3-^^?> l 5ml5g&fH3UH) £Ail 1 H T^^fflitt^-T* (Johnson & Johnson MEDICAL IN 

L^^TA77 4 >-«Wrff«». A^JfefetrttUfc 10 tfLfc. 0 5 Omgfc U S^-X^'.x 

(WOaiUi^iHHz^LMa^-lfii^^vr/KT)^ -;WiI3lT<OJ:a43^BaBJ:»?3H(^KL^. 

fc SHBI 2 nm±^ 2 # Hff T^fr o ) . [0128] l^BaB^SgH (=gjgi:f£) -=g*sgB 

MM (400(g) T\ l«J^lci«^»9<0jfg^Bti£- (fr3HJ) 

tfSLit. mm (wmitsm tzzzwummma; [0129] < 2 ) &m 

ip^nmLti. 2%4 5**h*#* mtmifc-&ii0)2%xm* o. 1 

[oi25] mum (%) = { («*m^-sfo0K^st 2%?*mk^?x?Y>im<n&mmmv>y-m&? 

> x 1 0 0 *r . mmmcnit-^s^ < {±»^?§ $- ^gg^ 

[0126] ©#jgi^Oili? .x *Y>9mk. P»«±fcfW! Lfc. 
»IM3 2«:&ttfc:J:9f|=l|Lfc. 20 [0 130] 
[0 1 27] G«Mg5-:ft£ ' [gE2] 
fc^x-^ (WSfc^ : Occlusive dressing technique* 
«2 







?SS*aC«/ai) 






3 


0. 33±0.33 














5 


519. 8±129. 96 






6 


154. 0± 33.22 


70.37 


3MS«2 2«Wt&* (2Kt**> 


5 


237. 6± 53. 76 


54.29 


0. 1 2%^&m*9*9*/yi*m 


5 


261. 6± 50.64 


49.67 



[0131] JSC gj[^3] 
S3 





w« 






(std) 


2 


12. 00±3.00 


1 










SttttW (cant) 


7 


371. 42± 71.03 




3&*5fl2 2©fi:£«J (2«tt») 


5 


217. 40± 86.57 


41.46 


JOM 2 4 ® (t&* ( 2 Kt**) 


5 


61.80± 1L94 


83.36 


S»«2 7 0ft^« (2»tKi) 


5 


235. 60± 97. U 


36. 56 


#at«2 9©«:£« (2KRff) 


5 


362. 00± 97.75 


2. 53 


3 1 ( 2 


4 


159.75±131.M 


56.99 



WS2B neaniS. E. "CtS Lfc. 



[0 13 2] (^J60>I3 5) Alftfe{i43ai&^Ba 1 b/c7-)^ (&) £B*?UT 

2ffitt¥f?jjffiifif^ffl (8c) j: o bsau i mm^mimmnmzmmz&L 

(Dtmxm *5o ?t. 
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[0133] (D&ffc&tflQta 

-.4 3(8), P1099.1994) . IB£T/I^ 
SV(OVA) 1 jugfc^grfliT/PS-^Ay/Kalun) 4 
mg£#tf £3&*giK 2 5 0 u 1 frjSKrtS-^- LTgtf£ L 

it. lcie{i2(5i@<7)Se^l 0Bmz^-r-^mfflz5 

Tli. ^^§£&Kfca6OVA<0ftb9fc£a:£*g 

[01341 02ffl«PB?®Rf&7)S£ 
OVAT-lSB-rst ll^St 24i$fSlf££t-?£:3:S 

-r^^fcM^^iRliDS&m^ejff Liz . 
[0 1 3 5] (3>^fiBf^^ 

(CMC) tSiSL. =g@2 4BSfaMfc 2^ffSmft:SP 

%CMC^5rJ5^-L/c. Z LTWTOSU O^J (Ufc 

[0 1 3 6] (%) = { (OVASS^BlS^ 

wsw/s^-^s^^^^b^js* ) /ova 



18) ^¥9-2 0 8 584 
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m*) } x i oo 

[0137] ( 2 ) tSA 

^4 tC^-T® 0 „ HJfifiRI 2 2 nfc-Smte 3 2 mgAgcOg 

[0 138] 
[«4] 



*4 







w» 






apt*® 




-< 5 K 


J2«E/kg ip 


4 


0 


1 6,4 


IMS* 2 2 


i2«g/kg ip 


4 


91.8 


100. 0 


32»g/kg pc 


S 


28.6 


4 1.4 




lag/kg pc 


4 


23.8 


6 4.4 



[0 139] 



(72)&i»t 
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